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Ilenv — ouennts 3¢ exTHBHOCTD HaPMAKOTIOTHIECKON KOPPEKIIMI SHAOT€HHON HHTOKCHKAIMH Y GOJIbHBIX PAKOM STHYHU-
koB III—IV craauu B nepuonepanuontom nepuojae. Mamepuan u memoowvt. O6cnenosanst 70 GOAbHBIX PAKOM SIHYHHKOB
III—1IV craauu, B Bodpacre ot 30 10 70 jgeT, nepeHeCMX XUPYPrudecKuii 9Tan JeueHus B yCJIOBUAX o0ueil anecte3uu. B
epPHONEPANUOHHOM II€PHO/IEe U3YUYeHbl OHOXHMHYECKUE MOKA3aTeNH MHTOKCUKAIUH — MOJEKYJbl cpeHeii Maccol, 06-
masi, 3pHeKTUBHAS KOHIEHTPALMS U CBI3bIBAIOMIASI CIIOCOOHOCTh albOyMHHA, T€MATOJIOTHYECKHE HHTETPAJIbHbIE HHIEK-
cbI MHTOKCHKauu, C-peakTuBHblii 0en0K. Pe3ynvmamot. AHATN3 POBEIEHHBIX HCCIEI0OBAHMUIL IOKA3aJ, YTO Y BCEX HC-
cieayeMbix OOJbHBIX NPeMOpOUAHDBIE (OH XapaKTepu30BajiCs pPas3HOll CTENEHH BBIPASKEHHOCTH IHIOTEHHON
uHToKcukanueii (M), pocroM JeiikoIUTAPHOrO MHAEKCAa HHTOKCHKAIMH, T€MaTOJOTHYECKOro NMOKa3aTessi HHTOKCHKa-
i, MoAu(UIMPOBAHHOTO reMAaTOIOTHYECKOrO IIOKA3aTe s HHTOKCHKALMH, HApYIIeHHeM 0alaHca HAKOIUIEH!S U CBSI3bI-
BaHHSI N30BITOYHO MPOLYIMPYEMbBIX TOKCHYECKHX JUTAaHI0B, HHTeHCcHpUKanueil mpoayKun 6eJKoB ocTpoii ¢pa3sl Bocma-
JleHHs] aKTHBU3AlMel CHCTEMHOTO0 BOCHAJUTENHHOrO OTBETAa, CHUKEHHEM OOUIell PEaKTUBHOCTH OpPraHu3aMa. JTH
U3MEHEHHs IPOUCXOAAT Ha (hOHe yrHETeHHsI 00IIeil peaKTHBHOCTH OPraHN3Ma, Hea[eKBaTHOI KOMIEHCAIIMN HHTOKCUKA-
i GU3HOIOTHYECKIMH CHCTEMaMH AETOKCHKANUHN M HECTAOWIBbHOCTBIO roMeocTada. 3akarouenue. Mcnons3oBanue B
cocrage uH(Y3UOHHOI POrpaMMbl META00INUECKOIT (hapMaKOJIOrHUECKON KOPPEKIun rentpaia u Pemakcosa HepaBHO-
3HAYHO CIOCOOCTBOBAJIO YMEHBIIEHNIO AKTHBHOCTH BOCHIATUTEIbHON peakiun u 3¢ dexruBHocTH Koppekuun U y 60.1b-
ubix P4 B nepuonepannonnom nepuose. Mcnoapzosanne PemMakcosna B yCIOBUSAX CHUMKEHUS O0MENH PEAaKTHBHOCTH Opra-
HHU3Ma Y BbIPA’KEHHOI WHTOKCHKAIMU Y GOJBHBIX PAKOM SIMYHHKOB CIOCOOCTBYET ONTHMH3AIMU OOMmENd PeaKTHBHOCTH
opraHu3ma, oGecrne4ynBas CHUKEHHE TOKCHYECKOTo Bo3/eiicTBus onyxoiueBoii IU. Kntouesvte croea: pak SMYHAKOB, IH-
JIOT€HHas] HHTOKCUKanus, PeMakcoJ, aeMeTHOHUH.

Objective: to evaluate the efficiency of pharmacological correction of endogenous intoxication in patients with Stages
III-IV ovarian cancer (OC) in the perioperative period. Subjects and methods. Thirty-to-70-year-old seventy
patients with Stages III-IV OC who had been surgically treated under general anesthesia were examined. The bio-
chemical parameters of intoxication, such as middle-weight molecules, the total, effective concentration and binding
capacity of albumin, integral hematological indices of intoxication, and C-reactive protein, were studied in the peri-
operative period. Results. Analysis of the performed tests showed that the premorbid background in all the examinees
was characterized by varying degrees of endogenous intoxication (EI), increased leukocytic index of intoxication,
hematological index of intoxication, and modified hematological index of intoxication, an imbalance between the
accumulation and binding of overproduced toxic ligands, the intensified production of acute-phase inflammatory pro-
teins by the activation of a systemic inflammatory response, and decreased systemic responsiveness. These changes
occur with suppressed systemic responsiveness, inadequate intoxication compensation by physiological detoxifica-
tion systems and hemostatic instability. Conclusion. The use of heptral and Remaxol as part of the metabolic pharma-
cological correction infusion program nonequivalently caused reductions in the activity of an inflammatory response
and the efficiency of EI correction in patients with OC in the perioperative period. The administration of Remaxol for
systemic hyporesponsiveness and pronounced intoxication in OC patients promoted the optimization of systemic
responsiveness, by producing a reduced toxic effect of tumor-associated EI. Key words: ovarian cancer, endogenous
intoxication, Remaxol, ademethionine.
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BBenenne

EskeromHo B Mupe peructpupyercst 12,7 MIITMOHOB
HOBBIX CJIy4aeB PaKa, U3 HUX 6oJiee OJHOTO MUJLIMOHA TIPHU-
XOAUTCST Ha 3a00JIeBaHMsST SKEHCKOM T0/I0BOI cepbl. Pak
suarukoB (PST) crabusibHO 3aHUMAET 3-€ MECTO B CTPYKTYpe
OHKOJIOTMYECKOI TeHUTATIbHON TTATOJIOTHUH, YCTYTIAS IO Yac-
TOTe paKy aHAOMeTpus 1 1eiku Matki. [lo BersiBssiemocTr B
MO3IHUX CTAAUAX ¥ CMEPTHOCTH OT 9TOTO 3aboseBannst, PS
JIMIUPYET CPEd OHKOJOIMYECKHUX 3a00JIeBAHMN JKEHCKON
moJIoBo# cepnl, a cMepTHOCTh OT PY mpeBbitaeT cmepr-
HOCTb OT pPaKa MIEHKN MAaTKN U TeJia MATKH BMECTE B3SITBIX.
3JI0Ka4eCTBEHHBIE OITYyXOJIN SSTMUHUKOB BCTPEUYAIOTCS Y JKEH-
IIMH BCEX BO3PACTHBIX TPYIII, HAUMHAS C MJlaJiecHYecTBa. B
Poccun 107151 paka SMIHUKOB CPE/IN 37I0KAYECTBEHHBIX HOBO-
ob6paszoBanuii konebiercst ot 4,9% (B 55—69 ser) no 7,2% (B
40—54 roma) u 7,4% (8 15—39 ner). Ilokazarenn 3aboreBae-
MOCTH JlocTUTaeT HarbosibInero sHaderns (41,2 #a 100 000)
B Bo3pactHoii rpynre 60—64 rozpa. Jleuenne PS sBisiercst
OJIHOM U3 aKTya/IbHBIX TIPOOJIEM B KIMHUYECKOI OHKOJIOTUH,
HecmoTpst Ha IOCTUTHYTBIE YCIIEXH B JIMATHOCTUKE U Jieue-
Huu PSI, cMepTHOCTB OT 9TOro 3a00JIeBaHUsl BO BCEM MUPE
cocTaBysieT 55—65%.

B mepBwIii o TOCIE yCTAHOBJICHWS TMATHO3a, Y JIaH-
HbIX GOJIbHBIX, JIETAJIbHOCTD Bapbupyer ot 35 10 40%. Ta-
Kasl BBICOKasi CMEPTHOCTD skeHuuH ¢ P4 3aBucut ot Gec-
CHMIITOMHOIO TEUEHUSI Ha PAHHUX CTaAusX 3a00JeBaHUsI,
NPUBOAIIAS K TI03/[HEMY 00PAIIEHUIO K BPauy U BbISBJIC-
HUIO YK€ PACIPOCTPAHEHHBIX CTAAUIl OHKOJOTHYECKOTO
mporecca (0 70%) [1—4].

Cpean KIMHUYECKUX MTPOSBICHUN PaKOBOI O0/Ie3HI
BaXKHYIO POJIb, BJMSIONLYIO HA KAYECTBO JKU3HU TTAIUEHTOB,
UTpAET HH/IOTEHHAS MHTOKCUKAIMS. PsijioM aBTOpOB 1OKa-
3aHO, UTO OOJIbHBIE C PACIIPOCTPAHEHHBIMU U, B YACTHOCTH, C
aciuTHBIMU (hOPMAMU paKa SIMUHUKOB, KaK TIPABHIIO, MMe-
10T 3HAYNTEJIbHOE YTHETEHNE HMMYHHOTO CTaTyCa, CUMIITO-
Mbl aHEMUU U MUHTOKCUKAIK. [To MHEHMIO ZIPYTHUX aBTOPOB,
AH/IOTEHHAS WHTOKCUKAIMS SIBJISIETCS MOJUATUOJIOTYEC-
KHM U TIOJINTIATOTEHETHYECKUM CHH/IPOMOM, XapaKTepusy-
IOLIMMCS HAKOILIEHUEM B TKAHSIX U GUOJIOTMYECKUX JKUJIKO-
CTSIX DHJIOTEHHBIX TOKCHYECKUX CyOCTaHIMi — usObiTKa
HPOAYKTOB HOPMAJIBHOTO, MO0 U3BPAIEHHOIO OOMEHA Be-
IIECTB WM MEANATOPOB KJIETOYHOTO PearnpoBanmst [5].

Jlewenue Gonpupix PS IT1—IV cragun, conpoBoxaa-
I01eiics BHAYMTETbHOI MHTOKCUKAIIUEH, 0CTAeTCsl BO MHO-
rUX acleKkrax HepeueHHou npobiemoii. Tpebyercst mouck
He TOJIbKO 9(hEKTUBHOI MTPOTHUBOOIYXOJIEBON Teparuu,
HO U JIEKAPCTBEHHBIX CPEJICTB, HAIIPABJIEHHBIX HA CHIKE-
HUe MPOSIBJIIEHUI dHA0TOKCHKO3a [6—10].

[leny uccnenoBanuss — oieHka 3(hGEKTUBHOCTH
apMaxkoI0OTHIECKON KOPPEKIIMH IHAOT€HHON MHTOKCUKA-
K y 6osbHBIX pakoM sinurukos 11I—IV craauu B nepu-
OTIEPAIIMOHHOM TIepHOJIE.

Marepuan u MeTObI

B mesnsx msydenus XapakTepa U CTENeHHW BBIPAKEHHOCTH
OIyXO0JIEBOII MHTOKCHKAINI IIPOBE/IEH aHaan3 obcaenoBanus 70
GOJIBHBIX, € TIEPBUYHO BbISIBJICHHBIM pakoM sinaHukoB [II—IV cra-

Introduction

Annually in the world 12.7 million of patients are
newly diagnosed with cancer, of whom more than one mil-
lion account for gynecological maligananciess. Ovarian
cancer (OC) is constantly on the third place among geni-
tal cancers, and endometrial cancer and cervical cancers
are second in frequencies. OC is the leader in late-stage
detected malignancies and mortality in women with malig-
nancies, with mortality rate exceeing the death rate from
cancers of the cervix and uterus combined. Malignant
ovarian tumors occur in women of all ages starting from
infancy. In Russia the proportion of ovarian cancer among
malignant tumors is ranged from 4.9% (55—69 years old
patients) to 7.2% (40—54 years) and 7.4% (in 15—39
yours). The incidence is highest (41.2 per 100 000) in the
age group of 60—64 years. Treatment of OC is one of the
important problems in clinical oncology. Despite advances
in diagnosis and treatment of OC, the mortality rate from
this disease worldwide is 55—65%.

In the first year after diagnosis in these patients,
mortality ranges from 35 to 40%. The high mortality rate
of women with OC is due to absence of symptoms from the
early stages of the disease, which leads to delay in seeking
medical attention. Identification of the tumor most com-
monly occurs, when it has already spread throughout the
body (70%) [1—4].

Among the clinical manifestations of cancer endoge-
nous intoxication has a significant impact on the quality of
life of patients. Several authors demonstrated that patients
with advanced and particularly ascites of OC, as a rule,
have a significantly compromised immune system along
with intoxication symptoms of anemia. According to other
authors, endogenous intoxication is polyetiological and
«polypathogenetic» syndrome is characterized by the
accumulation in tissues and biological fluids of endogenous
toxic substances — surplus products of normal or pervert-
ed metabolism, or mediators of cell responses [5].

Treatment of patients with stage III—IV OC accom-
panied by significant intoxication remains in many respects
a hard, non-solved task. OC treatment requires not only an
effective anti-tumor therapy, but also drugs toward reduc-
ing the manifestations of endotoxemia [6— 10].

The purpose of our study was the assessment of effec-
tiveness of pharmacological correction of endogenous
intoxication in patients with stage III—IV OC in the peri-
operative period.

Materials and Methods

To explore the nature and severity of the tumor intoxication
the survey of 70 patients diagnosed with primary stage ITT—IV
OC in age from 30 to 70 years was analyzed. Patients with severe
comorbidities in the stage of decompensation were excluded.
Integral assessment of prognosis and severity were performed by
SAPS IT and SOFA scoring.

After various options of chemotherapy, patients were under-
went a surgical stage of treatment bya standard cytoreduction
(supravaginal hysterectomy, resection or extirpation of the greater
omentum). In order to reduce the appearance of premorbid modi-
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an B Bozpacte ot 30 110 70 ser. 13 uccaenoBanust OblIM HCKIIIO-
YeHbI OOJIBHBIE C TSKEJTBIMH COITY TCTBYIONINMH 3a00I€BAHUSIMU B
cTaaun jiekoMneHcanuu. VIHTerpasbHas OlleHKa IIPOTHO3a U Ts-
JKECTU COCTOSIHUA ollennBaanch 1o 1mkaaaM SAPS IT u SOFA.
[Tocite pa3MyHBIX BAPHAHTOB XUMHOTEPAITUH TTPOBE/IEH XN-
PYPrUdecKuil aTall JiedeHus: B 00beMe CTaHAAPTHON IIUTOPETyK-
1y (HaBJIAraINIIHON aMITy Tallni MaTKY, PE3eKIINN NI 9KCTUP-
nanuu 60J1b1II0r0 canbHuKa). C HEIbI0 YMEHbIICHUS TPOSIBICHIN
U3MEHEHHOTO PeMOPOUIHOTO (POHA U FHIOTOKCUKO3a UHDY3UOH-
Hast IporpamMMa y GOJBHBIX MPELyCMATPUBATIA TPEIBAPUTETHHYIO
KOPPEKIMIO THIIOBOJEMUN Ha ONEPAIlMOHHOM CTOJIE, /10 Hadala
XUPYPrUYECKOrO JIeYeHNs!, COATAHCUPOBAHHBIMU KPHUCTAJION/-
HBIMU PACTBOPAMHU U pacTBOpaMu ruipokcuaTiikpaxmana (I'9K)
PaBHBIMHU YACTSAMMU, ¢ yBeJIndenneM obbema uHbysuil Ha 15% ot
OIIK ¢ yuetom meTos1a anecreanu. bosbHbIE OIIEPUPOBAHBI B yC-
JIOBUSIX OOIIell aHecTe3ny € WCIOJIb30BaHMEM ceBodIopana
1,3—1,6 MAK Bosayuro-kuciaopoanoii cmecbio (lowflow anes-
thesia). Onepannonnyio kposonorepto Boamernan Ha 150%. Vc-
MOJIB30BAJIH T€ Ke PacTBOpbI B cooTHomternn 1:1. Beero morpe6o-
Basoch 32,6+1,2 muexr undysuii. Ipu Goabuiem obbeme
Kposororepn — cBekezamoposkenHoit masmoil (C3ID), ['OK u
cOaTAaHCHPOBAHHBIME KPUCTALITONTHBIMU PACTBOPAMHU B COOTHO-
mennn 1:1:1. O6mmit o6bem nndysmit coctaBua 43,6+1,4 Mo kr.
B nepBbie Tpoe cyTOK MH(DY3UOHHOE OOeCIeueHne AOTOTHAIN
Pa3IMYHBIMU BaprHaHTaMu MeTabosmdeckoil koppekimu. C aToit
HETBI0 B COCTaB MH(PY3MOHHON TIPOrPAMMBbI MOJOBUHE GONBHBIX
(n=35) 6b11 BRIIOUeH Pemakcoa® B go3e 800 muie cyTKH, APYTrOi
nosioBute (n=35) — agemernonuH (remrpai) B 1o3e 800 mrecyT-
kn. Ipynmy cpasaenus coctapuim 20 3M0pOBbIX KeHIH. O6imit
06beM nHGY3UOHHOIT TporpaMMbl He ipeBbiman 17,34+1,4 M Kr.
B 6umiskaiiiiieM rmocieomnepariioHHOM TepHoJIe B 00erX TpyIimax GaJ-
aib1 1o mkaste SAPS 1T konebamcs ot 8 10 9, mo SOFA — ot 3 10 4.
Marepuasiom HCCIeI0OBaHU CIIyKuia KPoBb (111a3Ma, 3pUT-
poruTbl). 3a60p KPOBH MPOBO/IIN U3 JIOKTEBOIT BEHBI B yTPEHHEE
BpPeMsI, HATOIIIAK 32 CYTKI 0 OTIEPAIINIL, Ha 2-€ 1 5-€ CYTKU MoCTe-
OIEPAlHOHHOTO Mepuoza. KpoBb coOUpai B CTEKJISHHBIE TIPO-
6upku, cogepskaiiue pactsop remapuna (1000 EJl/mi) us pacue-
ta 0,05 ma pactBopa Ha 1 MJI  KpOBH, TIOCTE YETO
nenrpudyruposanu 20 mus. pu 1500 06/Mun. OteHuBaIn ypo-
Berb C — peakrusnoro 6eska. ViccrenoBann GHOXUMUYECKITE TTO-
KasaTesJn MHTOKCHKAIINKA — MOJIeKyJIbl cpeaneil maccer (MCM),
00111y10 1 9((HEKTUBHYIO KOHIIEHTPAIIHIO, CBSI3BIBAIOILYO CII0CO0-
noctb anvoymuna (OKA, 9KA, PCA), OKA onpeaensiim yundu-
IMPOBAHHBIM KOJIOPHMETPUUECKUM METOJIOM C MCIIOJIb30BAHIEM
HaGopa pearentoB <«Oubsekc [luarnoctukym» (Cankr-Ilerep-
6ypr). DIKA — MoaM(pUIIMPOBAHHBIM METOIOM € UCTIOJIb30BAHKEM
Kouro kpactoro [11]. Peseps cBsasbiBaomieii ciocobrocTr anb0y-
muna (PCA) onenusamu kax orromenne IKA/OKA«100%, uro
COOTBETCTBOBAJIO OTHOIIIEHUIO CBOOOIHBIX BEJTUYMH ITyJIa CBSI3ei
MOJIEKYJT aTbOYMITHA K 00IIeMy KOJIn4ecTBy ero casseii [5]. Koad-
(DUIHEHT MHTOKCUKAIIUH, OTPasKAIOIINIA GaaHC MEKY HAKOILIe-
HUEM U CBA3BIBAaHNEM TOKCUYECKUX JIMTAaH/I0B, PACCYUTBIBAIIN T10
dbopmyse KIT = (MCMy5,/9KA)*1000 [5]. MHaeke TokcnaHOC-
T 1o gopmyne UT = (OKA/DKA)— 1. MCM B masme KpoBu
HCCIIeoBAM 110 MofuduImpoBannoMy MeToxay [12], uto mo3Bo-
JISITIO CYANTD O THAPO(MUIBHOM KOMIIOHEHTe TokcryHocTn. Hapsi-
1y ¢ OOIIEKTINHUYECKIM 00CIEIOBAHUEM T10 IAHHBIM F€MOTPAMMbI
GBI TPOBEJIEH PACYET MHTErPATBHBIX HHIEKCOB MHTOKCHKAIIN —
JefikorTapioro uHaekca uartokcnkaryn (JIMW) [13], remaro-
Jlornueckoro nokazaresst nHrokeukauuun (III) [14]. T'TIN =
JINU X K X Kc, tie Kim — momnpaBounslit koadduiment ua Jeii-
koruTo3, Ke — monpasounsiii koadduiment va COI onpexersie-
mbie 110 Tabsunam (JIssosa JI. B. XapbkoBckast mikosa Ghrusuat-
pun: mrpuxu K nmoprpery / JI. B. JIsBosa // [IpoBusop. — 2004. —
Ne22. — Pexum jgocryna: http://www.provisor.com.ua/
archive/2004/N22/art_12.htm?part_code=72&art_code=4492),
unzekc peaktuBHOcTH opranudma (MPO), peakTuBHbIII OTBET
ueiirpodmos (POH) [15], MoanbuiipoBaHHblil reMaToOIOTHIe-
ckuit mokazaresb nntokcukaruu (ITIVm) (mpuopurernas cripas-

ka Ne 2013142420/15 (065011) ot 17.09.2013).

fied endotoxemia in patients with infusion program pre-correction
of hypovolemia on the operating table prior to surgery was per-
formed to balance crystalloid solutions and solutions of hydrox-
yethyl starch (HES) in equal parts, with increased infusion of 15%
of BCC. Patients were operated under general anesthesia using
sevoflurane 1.3—1.6 TAC air-oxygen mixture (low-flow anesthe-
sia). Intraoperative blood loss was compensated by 150%. The
infused solutions were used in the ratio 1:1 at a volume of 32.6+1.2
ml/kg. With a larger volume of blood loss the fresh frozen plasma
(FFP), HES and balanced crystalloid solutions in the ratio 1:1:1
were deployed ata a total volume of infusion of 43.6£1.4 ml/kg. In
the first three days of infusion it was supplemented with metabol-
ic correction. For this purpose, the program of the infusion in half
of patients (n=35) included Remaksol®, 800 ml/day, the other
half (n=35) received ademethionine (geptral), 800 mg/day. The
comparison group included 20 healthy women. The total volume
of infusion did not exceed 17.34=1.4 mlekg. In the immediate
postoperative period in both groups the score of SAPS 1I ranged
from 8 to 9, whereas SOFA ranged from 3 to 4.

Blood sampling was carried out from the cubital vein in the
morning on an empty stomach one day prior to surgery, on the 2nd
and 5th postoperative day. Blood was collected into glass tubes
containing heparin solution (1000 U / ml) at a rate of 0.05 ml per
1 ml of blood, then the harvested specimens were centrifuged for
20 minutes at 1500 rev/min. The levels of C-reactive protein were
evaluated along with the biochemical indicators of intoxication —
the average mass molecules (MSM), a common and effective albu-
min binding capacity (TAC, ECA, SAR). TAC was determined by
standardized colorimetric method using a reagent kit «Olvex
Diagnosticum» (St. Petersburg). ECA parameter was evaluated
by modified method using Congo red [7]. Reserve albumin bind-
ing capacity (PCA) was estimated as the ratio of the (ECA /
OKA)X100%. PCA values corresponded to relative free pool of
albumin molecules bound to the total number of its links [5].
Coefficient of intoxication, reflecting the balance between accu-
mulation and binding of toxic ligands was estimated by the for-
mula CI = (MSM,s, / ECA)*1000 [5]. Toxicity index was esti-
mated according to the formula of IT — 1. MSM in blood plasma
was investigated by the modified method [12], which allowed the
condidering hydrophilic component toxicity. In addition to clini-
cal examination according to the hemogram the integral index of
intoxication — leukocyte intoxication index (LIT) [13] and hema-
tological parameters of intoxication (HPI) [14] were calculated.
GPI = LII X K¢ X Kd, where Cl — correction factor for leukocy-
tosis, K¢ — correcting factor for ESR as showed in the [15]. The
reactivity index (RI), a reactive response of neutrophils (RON)
[11], modified hematologic parameter of intoxication (GPIm )
(priority certificate Ne 2013142420/15 (065011) from
09.17.2013) were counted according to formula GPIm LIT = CL X
TBE X COP X KTP X Kkod, where colloid oncotic pressure
(COP) and transient tolerance to tissue hypoxia and hypercapnia
(TTGG) based on the results of the sample rod were considered.

Statistical calculations were performed using the Microsoft
Excel XP, and arithmetic mean of the total sample and the error of
the arithmetic mean were calculated. The differences of mean val-
ues were considered significant at P<0,05 by a Student's t test-
when comparing the frequencies of different parameters in the
analyzed groups.

Results and Discussion

Analysis of the study showed that in all patients a
premorbid background was characterized by varying
degrees of severity of clinical manifestations of endogenous
intoxication (EI): general weakness, fatigue, nausea, vom-
iting, loss of appetite until anorexia, fever, fever, pain in the
muscles or joints, decreased mental and physical activity,
sleep disorders. In a laboratory study (Table. 1), the raising

OBIJAA PEAHMUMATOAOI' M, 2015, 11; 2

www.reanimatology.com

51



52

DOI:10.15360,/1813-9779-2015-2-49-55

Poisoning and Intoxication

Ta6imua 1. [Tokazaren UHTOKCUKAIMHU Y OOJIbHBIX PAKOM SIMYHUKOB /10 onepauuu (M+m).
Table 1. Intoxication in patients with ovarian cancer before surgery (Mm).

Parameters Values of parameters in groups

healthy (7=20) heptral (n=35) remaxol (n=35)
MSM,;,, u.a. 0.251£0.007 0.351£0.045 * 0.354+0.042*
MSM .y, v.a. 0.233+0.008 0.393+0.052* 0.389+0.049*
CIL ua. 6.81+0.19 12.1£0.49% 13.1£0.68*
CRP, mg/I 3.4+1.4 16.5£2.7* 16.3£2.8*
TAC, g/1 44.6%1.03 41.5+1.62* 41.3+1.48*
ECA, g/1 34.7£1.20 26.4+2.91* 26.7£2.86*
SAR, % 77.8+5.4 63.7£6.7* 64.6+6.8*
IT, va. 0.28+0.06 0.58+0.07* 0.56£0.09*
LI, u.a. 1.3+0.5 2.5+0.8% 2.4+0.8%
HPI, u.a. 0.62+0.09 2.4%0.6* 2.5%0.6*
HPI m, u.a. 1.3£0.5 4.3+0.7* 4.2+1.8*
RI u.a. 74+3.5 40.3+5.2* 40.5+4.2*
RON, u.a. 8.10£3.34 29.4+4.61* 29.7+3.98*

Note (npumeuanue). Here and in Table 2 (3aech u B Ta6u. 2): parameters — mokasaresu; values of parameters in groups — 3naue-
HUe ToKaszarenel B rpynmnax; healthy — snopossie; Heptral — Tentpar; Remaxol — Pemakcomr; MSM (average molecular weight) —
MOJIEKYJIBI Cpe/IHeit Maccehl; u.a. (arbitrary units) — ycaosusie equnuint; CI (coefficient of intoxication) — xoaddunumenT nHTOKCH-
kanuu; CRP (C-reactive protein) — C-peakrusnbiii 6esok; TAC (total albumin concentration) — ob1ast KOHIEHTPAIKS albOyMHU-
na; ECA (effective concentration of albumin) — ahdextuBnas konnentpanus ans6ymuna; SAR (reserve albumin binding capacity)
— peseps cBsi3biBalonieii ciocobrocTu anbOymuna; IT (index toxemia) — unnekc Tokcemun; LIT (leukocyte index of intoxication) —
aeiikorrapubiii nugexe wnrokcukanun; HPI (hematologic parameter of intoxication) — remaTosiorndeckuii mokasaresib HHTOKCHKa-
um; HPT m (modified hematologic parameter of intoxication) — Moan(UIMPOBAHHBIN TEMATOJOTHYECKHIT TTOKA3ATENb HHTOKCUKA-
uu; RI (reactivity index) — ungexc peakrusroctu opranusma; RON (reactive response of neutrophils) — peaktusHblil oTBeT Heii-

tpoduion. *
3oposbiMu siogbmu (P<0,05).

I'TIVMm = JIMNM X KJI X KC X K3 X KTp X Kkoz,

rie JIONOJHUTEbHO YYNUTBIBAETCS KOJIOUJHO-OHKOTHYEC-
koe paBienue (KO/l) u TpanautopHasi TOJepaHTHOCTb K TKaHe-
Boil runiokcun u runepkanauyn (TTIT) mo pesyssratam mpoObi
[Iranre.

CraricTuieckue PacuyeTbl BHIMOJHSIN C HCIOJIb30BAHIEM
nporpamm Microsoft Excel XP, Borunciisiig cperee apupmernye-
CKO€ BBIGOPOUHON COBOKYITHOCTH, TIOTPENTHOCTD CPEHEro apud-
MeTHYeCcKoro. Pasinuust cpeiHuX BeJMYMH CUUTAIN T0CTOBEPHbI-
mu 1ipu p<0,05, 1711 cpaBHEHMST YaCTOT PA3JIMYHBIX IPU3HAKOB B
AHAJIM3UPYEMBIX TPYIIaX MpuMeHsin kputepuii CThiofieHTa.

PesyabraThl 1 00CyKIEHHE

AHau3 MpoBeIEHHBIX UCCIIE/IOBAHUIT TOKA3AJ, 4TO Y
BCEX MCCJIEAYEMbIX GOJIbHBIX MPeMOopOuaHbIil (hOH Xapakx-
TEPU30BAJICS PA3HOI CTEIEHU BBIPAKEHHOCTH KJIMHUYEC-
KUMU TIPOSIBJICHUSIMH 9H/IOTeHHOW MHTOKcmKannu (DW):
o01eii caboCThio, MOBBIIIEHUEM YTOMJISEMOCTH, TOIIHO-
TOM, PBOTOM, CHUKEHUEM alllleTHTa BILIOTh 10 AaHOPEKCHH,
HOBBIIIEHHEM TEeMIIEePaTypPhl, JUXOPAAKOH, 60Ie3HEHHOC-
TBHIO B MBIIIIAX WJIH CYCTaBaX, CHIKEHNEM TICHXUYECKON 1
(pmsmueckoit akTHBHOCTH, HapyIieHueM cHa u 1p. [lpn ma-
6opaTtoproM uccaenoBanun (tabr. 1) 5TO HAXOAMIO MOA-
TBepKIeHne B Buae moabema yposus JIMWM na 50%
(p<0,05), TTIN na 53% (p<0,05) u TTIMm na 180%
(p<0,05). Peructpuposanu mosbimenne KW ma 85,3%
(p<0,05) u UT na 107,2% (p<0,05), cmmwkenne PO na
45,4% (p<0,05), ¢ cyOrommeHcalyeil (HusnoaornIecKux
CUCTEM JICTOKCHKAIMH, XapaKTePU3YIOIeicss 3HaunTe Ib-
HbiM poctom POH na 265% (p<0,05). Takske, Gosee ueMm B
40% carydaes, pukcupoBasu nosbieHne ypoBast MCM,s,

— Significant differences compared with healthy subjects (P<0,05) — aocToBepHOCTH OTJIUYUI B CPaBHEHUU CO

in the level of FRI 50% (P<0.05), GPI 53% (P<0.05),
GPIm 180% (P<0.05) were observed. CI parameter
demonstrated an increase of 85.3% (P<0.05) and IT of
107.2% (P<0.05)/ and decrease in EDI up to 45.4%
(P<0.05), with a subcompensation of physiological detox-
ification systems characterized by a significant increase in
RON to 265% (P<0.05). In addition, more than 40% of the
increase was observed in fixed MSM,s, and 68% in
MSM,g, parameter (P<0,05). A substantial reduction in
ECA to 7% (P<0,05) and XRD at 10% (P<0,05), against
the background for a relatively stable time were observed.
These changes were accompanied by severe systemic
inflammatory response, with increasing the concentration
of C — reactive protein by 200% (P<0.05).

Variety of options for pharmacological correction of
altered metabolism helped to reduce nausea and vomiting
and other clinical manifestations of EI, transforming the
parameters studied to levels of a perioperative period.
When analyzing the results of the study it was revealed that
on the second day after surgery in patients reveiving remax-
ol LII reached normal values with a decrease from baseline
to 16.6%, and RON was 35% (P<0.05), whereas the EDI
increased by 47.4% (P<0,05). GPI values and GPIm did
not undergo significant changes. There was increases in
TAC and ECA parameters, against which the CI decreased
by 25.9% and 17.8% of IT, respectively (P<0.05). This evo-
lution was maintained at a later stage of the study. At these
stages on days 2 and 5 of the perioperative period in
patients revceiving remaxol the decreased levels of C —
reactive protein by 42.9 and 57% (P<0.05) were observed.
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TaGauna 2. [TokazaTen MHTOKCUKAIUK Y OOJBHBIX PAKOM SIMYHUKOB Ha dTanax uccaenopanus (M+m).
Table 2. Indicators of intoxication in patients with ovarian cancer during the study (M+m).

Parameters Values of parameters on the stages of study
before the surgery after the operation
Heptral Remazol day 2 day 5

Heptral Remaxol Heptral Remaxol
MSMs, u.a. 0.351£0.045 * 0.354£0.042*  0.323£0.03  0.279+0.02*  0.289+0.04*  0.265+0.02**
MSM,yg, v.a. 0.393+0.052*  0.389+0.049*  0.353+0.03*  0.329+0.03* 0.303+0.02* 0.256+0.04*
ClL, u.a. 12.1£0.49 13.1+0.68 11.7+0.47 9.7+0.54* 9.6+0.45* 7.9+0.34*
CRP, mg/1 16.5+2.7 16.3£2.8 10.4+1.1* 7.5+1.2% 7.3£1.4* 6.2+1.2*
TAC, g/1 41.5+1.62 41.3+1.48 40.5+1.24 42.7+1.13% 42.3+1.17% 43.7+1.42%
ECA, g/l 26.4+2.91 26.7+2.86 26.8+2.27 28.7+£2.15*% 28.2+3.15* 31.8+£3.24*
SAR, % 63.7+6.7 64.6+6.8 66.5+2.7 67.8+3.4 67.6%5.1 73.8+4.2
IT, ua. 0.58+0.07 0.56+0.05 0.49%0.05 0.46+0.04 0.48+0.06 0.36+0.04
LIL u.a. 2.5%0.8 2.4%0.6 2.7+0.7* 2.0£0.6* 1.6=£0.3* 1.2+0.2*
GPI, u.a. 2.4+0.6 2.5+0.8 10.5£1.3 * 3.4+1.2 3.3+0.7% 1.2£0.6%
GPIm, ua. 4.3+0.7 4.2+18 15.5+4.6% 5.9+2.6 6.5£1.7* 2.9+0.4*
EDI, ua. 40.3+5.2 40.5+4.2 44.6+5.2 59.7+4.6* 56.3+3.7* 65.8+4.2*
RON, v.a. 29.4+4.6 29.7+3.9 25.7+3.8 19.3%4.4* 17.2£3.2% 16.1+3.7*

Note (npumeuanmue): before surgery —mo onepanuu; after operation — mnocue oneparuu; 2 days — 2-e cyrku; 5 days — 5-e CyTKH;

Heptral — Tenrrpas; Remaxol — Pemakcour.

n B 68% — MCMyg, (p<0,05). OTmeuann cyiecTBeHHOE
cumkenne DKA wa 7% (p<0,05) u PCA 1a 10% (p<0,05),
Ha GoHe oTHOcuTeIbHO cTabunbHoit OKA. YkazaHHble u3-
MEHEHUsI COMPOBOK/IATICH BBIPAKEHHON CUCTEMHOI BOC-
MAJTUTENbHON Peakiineil, ¢ yBeJTUUeHneM KOHIIEHTPaIu
C-peakrusnoro Geska Ha 200% (p<0,05).

Vcriosb3oBatue pasjuyHbIX BAPUAHTOB MeTabOJIu-
9eCKOM (hapMaKoJIOTUIECKONH KOPPEKITHH CITOCOOCTBOBATIO
YMEHBIIEHUIO TOIUTHOTBI U PBOTHI M APYTUX KIMHUYECKIX
niposgsieHuit IV, TpanchopMIPOBaHIIO HCCTIETyeMbIX TI0-
KazaTeJieil B mepuoriepaiinoHHoM tepuoje. OHaKko yka-
3aHHbIE BEJIMYUHBI B TPYIIIAX MEHSJINCh HEOJHO3HAYHO.
Tak, npy aHaM3e pe3yJIbTaTOB MCCIIEIOBAHUS BBISIBIECHO,
YTO y’Ke€ Ha BTOPBIE CYTKH TIOCJI€ XUPYPTUUYECKOTO JICUCHUST
B rpyiie O0JbHBIX, T/e B COCTaB MH(Y3MOHHOIT Iporpam-
MbI OBLT BKIOYeH Pemakcon, cpeanue snadenns JIMHW go-
CTUTAJIM HOPMAJIbHBIX BEJIMYUH CO CHUKEHUEM OT MCXO[I-
meix g0 16,6%, m POH ma 35% (p<0,05), a PO
yBemmuuBaics wa 47,4% (p<0,05). 3unavenus TTIN u
T'TIVIm He mpeTepmeBasin CyIIieCTBEHHBIX 3MeHeHn . Bos-
pacrasia OKA u 9KA, na done koropsix cumkamuch KN
ma 25,9% u UT na 17,8%, coorserctBento (p<0,05). Yra-
3aHHAsI JIMHAMHUKA COXPAHSJIACh HA MOCIEAYIOIEM 3Tare
nccyepoBanms. Ha aTHX ke aTanax BbISIBJICHO, YTO Ha 2-¢ 1
5-¢ CyTKH IepHOIEePaI[MOHHOIO Iepuojia B rpyine 60Jib-
HBIX, I7/le UCTOJIb30BAIN PeMaKkcos, OTMEUEeHO CHUKEHUe
C-peakrusnoro Oeska Ha 42,9 u 57% (p<0,05). Cienosa-
TEJIBHO, Y ATOU IPYIIIbl OOJBHBIX OTMEUYAIH TIOCTOSHCTBO
o01ieil PeakTUBHOCTU OpraHuMaMa ¢ KoMmieHcaiuein I
(hpusnosornuecKUME CUCTEMAMU JIETOKCUKATIUH.

B rpyiiie 6oJIbHBIX, Y KOTOPBIX MeTaboJnuecKast
(hapmakosiornyeckasi cocrapisionias MHGY3MOHHOH 1TPo-
rpaMMbl PEaIM30BbIBATIACH TEIITPATIOM Ha 2-€ CYTKHU Tepu-
OTIEPAI[MOHHOTO TI€PUO/a OTMEYaIu JIUIb MOHUKEHUE
JINU Ha 11,1%, C-peakrusHoro Geska Ha 23,8% (p<0,05)
1 MCMyg, Ha 42,2% (p<0,05). 3uavenns TTIV u T'TIVM,
HA000POT, CYHIECTBEHHO YBeAnUnBaauCh. OcTaibHble M0~

Consequently, the group of patients receiving remaxol,
there was consistency reactivity compensation of EI para-
meter of the physiological detoxification system.

In the group of patients in which the pharmacologi-
cal infusion program included Heptral on day 2 of the peri-
operative period only LII decrease by 11.1%, C — reactive
protein by 23.8% (P<0.05) and MSM,g, 42,2% (P<0.05)
were observed. On the contrary, GPI and GPIm values
were significantly increased. Other parameters were not
significantly different from the original premorbid back-
ground. Lowering the studied variables in this group of
patients occurred in the last phase of the study (Table. 2).

Thus, the study showed that the dynamics of the stud-
ied parameters were largely dependent on the nature of a
metabolic infusion program. A recovery of albumin trans-
port function was directly related to a decrease in the sever-
ity of the clinical manifestations of EI. We noted that when
using remaxol significantly higher values of ECA and OKA
were observed than using the geptrala. The reason of this is
not only a lower load of a transport systems in patients treat-
ed with remaxol but rather decreasing the level of aplter-
ations with a subsequent stabilization of albumin transport
function. Therefore, the increase in the number of available
points in the total pool of albumin molecules can not be
attributed exclusively to an increase in protein in the blood
plasma of patients with OC, and it also reflects the decreas-
es in symptoms of EI severity. On the other hand, distinct
increases in TAC and ECA reflect the effective infusion of
pharmacological correction of metabolic program of EI
These data correlate with the results of the study of mole-
cules of average weight and hematological parameters of
intoxication in these patients, as markers of EI (Table 2).

Conclusion

Presented data show that initially in OC patients the
malignancy is accompanied with the development of intox-
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Kasaresn He WMETH JOCTOBEPHDLIX PA3INIUA ¢ MCXOIHDI-
mu. TToHIKEHMEe MCCTeyEeMBbIX BEJNYNH B 9TOH TpyIIe
GOJILHBIX MIPOUCXOAUIIO Ha TIOCIEAHEM dTalle UCCIIeA0Ba-
Hust (Tabir. 2).

[TpoBeneHHOE MCCIEAOBAHNE TIOKA3ATO0, YTO THHAMH-
Ka M3yJ4aeMbIX TIOKa3aTeIell B 3HAUUTETbHON CTETEHN 3a-
BHUCEJIA OT XapakTepa MeTaboInIecKoii nH(PY3UOHHOM TIPO-
rpaMMbl. A BOCCTaHOBJIEHWE TPAHCIOPTHON (HyHKINN
anbOyMIHA HEMIOCPECTBEHHO COOTHOCUIIOCH CO CHUKEHUEM
BLIPAKEHHOCTY KIMHUIECKUX TPOsSBAeHUN DU 1 ymeHb-
MICHUEM TSKECTH COCTOAHMSA 60IbpHbIx. O6pamano ma cebs
BHUMAHHE, 9TO IPU UCTIOIB30BAHNN PeMaKkcoa OTMEYeHbI
nocToBepHo Gosee Bbicokne 3navenns JKA n OKA, gem
TIPU UCTIONB30BAHUH TenTpasia. [[pUanHON 9TOMY MOKET
CIIYKUTh HE TOJBKO 6oJiee HU3Kas 3arPysKEHHOCTh TPaHC-
HOPTHBIX CUCTEM Y GOJIBHBIX, MOJIyYaBIINX PeMakcos1, HO 1
HUBEJIMPOBaHKE HAPYLUICHUN U TOCIIEAYIONast cTabuinsa-
s TPAHCIOPTHOM GyHKIMU anbdymuHa. CiepoBareib-
HO, MOJKHO TOBOPHTD, YTO YBEJUYEHUE KOJIUIECTBA CBO-
GOZIHBIX [EHTPOB B OOIIEM ITyJie MOJICKYJI albOyMUHA He
MOKET ObITh OOBSICHEHO MCKIIOUMTENBHO YBEJMYCHHEM
cozepskanueM Gesika B 1asMe Kposu 60sibHbIX PSI, a sijis-
eTcs TakyKe OTPasKEHMEM YMEHBIIEHUS BLIPAsKEHHOCTH
nposiByieruii DU, C npyroit CTOPOHBI, OTYETIMBOE MOBBI-
menne OKA u KA cBugerenbctyer 06 apdekruBocTu
MeTaboInuecKoii (hapmMakosornueckoii Koppexuuu O,
ITpuBeieHHbIE TAHHbIE KOPPETUPYIOT € PE3yILTATAMHE HIC-
CJIEIOBAHUST MOJIEKYJI CPEHEN MAacChl U TeMaTOJOTHIeC-
KUX [OKazareseil MHTOKCUKAIMK Y JIaHHbIX OOJIbHBIX, KaK
mapkepoB I (1abu. 2).

3akjaoyeHue

Takum 06pa3oM, TPEACTaBICHHBIC BHINIE TaHHBIE
CBU/ICTEJIbCTBYIOT, YTO MCXOJIHO y JKeHIWH TedeHne Pl
COTIPOBOXKAETCS PAa3BUTHEM OITyXOJIEeBOH MHTOKCHKAIN,
xapaxTepusyfomecs: poctom JINMU, I'TIN, I'TINM, napy-
meHueM OajlaHca HAKOILJIEHUs U CBSA3bIBAHUST U30BITOUHO
MIPO/LYIIMPYEMBIX TOKCUYECKUX JIUTAH/IOB, MHTEHCU(UKA-
nuell npoaykiuu 6eakoB octpoit dassl BocnaneHus. Coe-
JIOBATEJIbHO, JTaHHbIC KIMHMYECKMX U JaOOPATOPHBIX HC-
CTIeTOBaHUH YKa3bIBAIOT Ha <«3aTrPYy’KEHHOCTb» AKTUBHBIX
HEHTPOB abOyMUHa (PEAKIIMOHHO CIOCOOHBIX YYaCTKOB)
7 Ha U30BITOYHOCTD ayTOJN3d, W YBETUIEHIE TPOLYKITUN
TKAHEBOTO PacIa/ia ¢ HAKOTJIEHNEM TOKCHHOB. YKa3aHHbBIe
U3MEHEHUS TIPOUCXOAAT Ha POHEe yrHeTeHus 001Ieil peak-
TUBHOCTH OPTaHM3Ma, Hea/leKBaTHOH KOMIIEHCAITNH WH-
TOKCUKAIK (hUBMOTOTUIECKUMHU CUCTEMAMU JIETOKCHKA-
KU ¥ HeCTaOMJIBHOCTBIO roMeocTasa. Vcmosb3oBatue B
cocTaBe MHPY3MOHHOMN TPOTPAMMBT METabOIMIECKO hap-
MaKOJIOTHYECKOH KOppeKIun remnTpaioM n Pemakcosom
HEPAaBHOZHAYHO CHIOCOOCTBOBAJIO YMEHBIIEHUIO aKTUBHOC-
TH BOCHAJUTEJbHON peakiiuu 1 a(h(HeKTUBHOCTH KOPPEK-
nuu U y Gosbhbix PS B nepronepaimoHHOM Meprojie.
Tak, ycTaHOBJIEHO, UTO TIPN BKJITIOUEHUH B COCTaB NH(DY3H-
OHHOIi TporpamMMbl Pemakcosia mpoucxoaut 6ojiee Bbipa-
JKEHHOE 1 OBICTPOE CHUKEHHE MeTaboJMYeCKUX Hapylie-
HWI, YeM TIPU WCIOJb30BAHUU TenTpasa. ITO

ication, characterized by the growth of the LII, GUI
GPIm, imbalance of accumulation and binding excessively
produced toxic ligands, the intensification of the produc-
tion of acute phase proteins of inflammation. Therefore,
the data from clinical and laboratory studies indicate
«load» of active sites of albumin (of reactive sites) and
redundancy and increased autolysis products of tissue
decay associated with the accumulation of toxins. These
changes are associated with the inadequate compensation
of intoxication by the physiological systems of detoxifica-
tion and developing the homeostasis instability. Using the
program as a part of an infusion for a pharmacological cor-
rection of metabolism with geptrala or remaxol a decrease
in the activity of the inflammatory response and the effec-
tiveness of the correction of EI in patients with ovarian
cancer in the perioperative period were observed. Remaxol
as a part of the infusion program for OC patients demon-
strated more pronounced and rapid effects in reducing
parameters of a metabolic disorder than geptrala. This was
manifested in reducing both the level of inflammatory
changes and endotoxemia. Presumably, it was due to a
powerful system of energy productionbecause of conver-
sion of succinate in the body of patients, as well as other
metabolic components. InSince the the energy supply is
maintained primarily by the oxidation of succinic acid, the
remaxol provide various non-specific therapeutic effects.
Dynamics of indicators of EI laboratory criteria demon-
strate postoperative compensation of metabolic disorders,
improving the clinical effectiveness of the treatment and
prevention of the progression of cancer endotoxemia.
Therefore, infusion therapy, which includes remaxol,
allowed qualitatively and significantly improve the condi-
tion of patients with OC in the perioperative period.

MIPOSIBJISIIIOCHh B CHUJKEHNUU KaK YPOBHSI BOCHAJUTETbHBIX
M3MEHEeHWH, TaK W 9HA0TOKCcUKOo3a. 1o Bcelt BeposTHOCTH,
3TO OOYCJIOBJIEHO MOIIHON CHCTEMOI 9HEPTOIPOLYKIHH,
KoTopasi 00pasyercst B pesyJibraTe NpeoOpasoBaHusl CyK-
[HAaTa B OpraHuaMe OOJIbHBIX, a TAKKe PYIUX MeTaboIu-
YeCKUX KOMITOHEHTOB, BXOISIINX B cOcTaB Pemakcoura, He-
00XOANMBIX /I 0OCCHeYeHUs KU3HEACATCTbHOCT B
1esioM. B ycsioBusiX Bo3pacTanusi Harpy3Ku Ha OpraHbl jie-
TOKCUKAIWHM, ¥, B 9ACTHOCTH, TTCYEHb, IHEPTOOOECIICICHITE
MOJIJIEPKUBAETCST TTPEUMYIIIECTBEHHO 34 CYET OKUCJICHUS
SHTapHON KUCJIOTHI. MOITHOCTD HHEPTONPOAYKIUU TIPU
ATOM B COTHH Pa3 MPEBOCXOUT BCE JAPYTHE CUCTEMbI dHEP-
rooGpa3oBanusl Opranuama, 00ecIednBas IMUPOKUIA ra-
Ma30H Hecmenn@uueckoro jge4eOHOTO Bo3elcTBUsT Pe-
Makcosa. /luHaMuKa rokasaTesieil, XapaKkTepHU3yIOINX
snabopaTtopHbie Kpurepun DV, cBUIETEIBCTBOBANA O I10-
CJICOTIEPALIMOHHON KOMIIEHCALUK MeTaboIMYeCKuX Hapy-
[IIEHWH, TTOBBIIIEHUY KIUHUIECKON 3(DhEeKTUBHOCTH Jieue-
HUST U TIPEAOTBPAIIECHUIO MTPOTPECCUPOBAHUS PAKOBOTO
aHI0TOKCHKO03a. CiieloBaresbHO, MH(GY3NOHHAS Teparus,
BKJIOUatoIas B cebst PeMakcot, o3BoJinia KA4eCTBEHHO 1
JIOCTOBEPHO YJIYUIIUTh cocTosiHue GoJbHbiX PS B nepu-
OTIEPAI[MOHHOM TIEPUO/IE.
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